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** REGULATORY ALERT ** 

FDA WARNING/REGULATORY ALERT 

Note from the National Guideline Clearinghouse: This guideline references 
drugs for which important revised regulatory information has been released. 

On January 20, 2006, U.S. Food and Drug Administration (FDA) announced the 
approval of updated labeling for two topical eczema drugs, Elidel Cream 
(pimecrolimus) and Protopic Ointment (tacrolimus). The labeling will be updated 
with a boxed warning about a possible risk of cancer and a Medication Guide 
(FDA-approved patient labeling) will be distributed to help ensure that patients 
using these prescription medicines are aware of this concern. The new labeling 
also clarifies that these drugs are recommended for use as second-line 
treatments. This means that other prescription topical medicines should be tried 
first. Use of these drugs in children under 2 years of age is not recommended. 
See the FDA Web site for more information. 
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 IDENTIFYING INFORMATION AND AVAILABILITY  
 DISCLAIMER  

SCOPE 

DISEASE/CONDITION(S) 

Atopic eczema 

GUIDELINE CATEGORY 

Assessment of Therapeutic Effectiveness 
Treatment 

CLINICAL SPECIALTY 

Dermatology 
Family Practice 
Internal Medicine 
Pediatrics 

INTENDED USERS 

Advanced Practice Nurses 
Physician Assistants 
Physicians 

GUIDELINE OBJECTIVE(S) 

To assess the effectiveness and cost-effectiveness of pimecrolimus and tacrolimus 
for atopic eczema treatment relative to current standard treatments (emollients 
and topical corticosteroids) 

TARGET POPULATION 

Adults and children aged 2 years and older with atopic eczema 

INTERVENTIONS AND PRACTICES CONSIDERED 

1. Tacrolimus 
2. Pimecrolimus 

MAJOR OUTCOMES CONSIDERED 

• Effectiveness (immediate response rates, sustained response rates, avoidance 
of flares) 

• Duration of treatment; changes in therapy 
• Adverse effects of interventions 
• Quality of life 
• Cost-effectiveness 
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METHODOLOGY 

METHODS USED TO COLLECT/SELECT EVIDENCE 

Hand-searches of Published Literature (Primary Sources) 
Hand-searches of Published Literature (Secondary Sources) 
Searches of Electronic Databases 
Searches of Unpublished Data 

DESCRIPTION OF METHODS USED TO COLLECT/SELECT THE EVIDENCE 

Note from the National Guideline Clearinghouse (NGC): The National 
Institute for Health and Clinical Excellence (NICE) commissioned an independent 
academic centre to perform a systematic literature review on the technology 
considered in this appraisal and prepare an assessment report. The assessment 
report for this technology appraisal was prepared by the Peninsula Technology 
Assessment Group (PenTAG) (see the "Companion Documents" field). 

Search Strategy 

Electronic databases were searched for published studies and recently completed 
and ongoing research. Appendix 3 of the assessment report details the databases 
searched and the full search strategy (see the "Companion Documents" field). 
Bibliographies were also searched for further relevant publications. Experts in the 
field and the manufacturers of pimecrolimus and tacrolimus were asked to provide 
relevant information. The Trial Coordinator of the Cochrane Skin Group, searched 
their Skin Registry for randomised controlled trials of pimecrolimus or tacrolimus 
against any comparator. 

Identification of Trials 

Identification of relevant trials was made in two stages. Initially, the abstracts 
returned by the search strategy were examined independently by two 
researchers. Disagreements were resolved by discussion. Full texts of the 
identified studies were obtained. Two researchers examined these independently 
for inclusion or exclusion and disagreements were resolved by discussion. 

Inclusion Criteria and Exclusion Criteria 

Studies were included in the review if they fulfilled the following criteria: 

Interventions: 

• Pimecrolimus for the treatment of mild to moderate atopic eczema 
• Tacrolimus for the treatment of moderate to severe atopic eczema 

Comparator: 

Current standard treatment--topical corticosteroids in conjunction with emollients 
and emollients alone were considered as comparators. 
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Population: 

Adults and children (aged two and over) with mild to moderate (pimecrolimus) or 
moderate to severe (tacrolimus) atopic eczema (the licensed indications) 

Study Design: 

Systematic reviews or randomised controlled trials (RCTs) 

Exclusion 

Populations without atopic eczema, including those with a diagnosis of: 

• Eczema secondary to other inherited or acquired disorders of 
immunodeficiency 

• Seborrhoeic eczema 
• Allergic or irritant contact eczema 
• Nummular (discoid) eczema 
• Fungal or parasitic skin infections 
• Cutaneous T-cell lymphoma 

Study Design: 

• Non-randomised studies, case-control studies, case series, or case reports 
• Studies on other types of eczema 
• Studies in which insufficient details about baseline characteristics or 

methodology were given to allow quality assessment (e.g., conference 
abstract) 

• Pre-clinical and biological experimentation in vitro, in animal models, or in 
humans 

• Studies not reporting patient based outcomes 
• Studies not available in English 

Although the protocol suggested that systemic treatments would also be 
considered as comparators, strong clinical opinion was given that these were not 
appropriate comparators for pimecrolimus or tacrolimus and so have not therefore 
been considered as alternatives. 

Data Extraction Strategy 

Data were extracted by one researcher and checked by another. Actual numbers 
were extracted where possible (see Appendices 5 and 6 in the assessment report) 
and, where necessary, analyses were recalculated on an intent to treat basis using 
the number of patients randomised as the denominator. Such analyses retain the 
minimisation of bias provided by randomisation but provide the most conservative 
estimates of effectiveness. 

NUMBER OF SOURCE DOCUMENTS 
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Nine publications relating to eight randomised controlled trials (RCTs) of 
pimecrolimus were included. Twelve publications reporting on ten trials of 
tacrolimus were included. 

METHODS USED TO ASSESS THE QUALITY AND STRENGTH OF THE 
EVIDENCE 

Expert Consensus 

RATING SCHEME FOR THE STRENGTH OF THE EVIDENCE 

Not applicable 

METHODS USED TO ANALYZE THE EVIDENCE 

Meta-Analysis of Randomized Controlled Trials 
Systematic Review with Evidence Tables 

DESCRIPTION OF THE METHODS USED TO ANALYZE THE EVIDENCE 

Note from the National Guideline Clearinghouse (NGC): The National 
Institute for Health and Clinical Excellence (NICE) commissioned an independent 
academic centre to perform a systematic literature review on the technology 
considered in this appraisal and prepare an assessment report. The assessment 
report for this technology appraisal was prepared by the Peninsula Technology 
Assessment Group (PenTAG) (see the "Companion Documents" field). 

Methods of Analysis 

Study results were tabulated. Where statistical significance was not reported for 
differences in proportions, these were calculated by the Peninsula Technology 
Assessment Group (PenTAG) at a 0.05 level using Confidence Interval Analysis 
software and are presented in the text (see "Companion Documents" field). 

Meta-analyses were undertaken using random effects models for trials of similar 
intervention (for example tacrolimus versus topical corticosteroids) in order to 
estimate a weighted treatment effect across trials. A random effects model was 
used throughout in order to avoid the assumption of a single underlying treatment 
effect. Although this approach is more conservative it is less sensitive to 
underlying statistical heterogeneity. All meta-analyses were performed in the 
Cochrane Collaboration's Review Manager 4.2.2 (2003). Effectiveness on 
dichotomous outcomes was estimated with relative risk ratios (RR) and 95% 
confidence intervals (CI). Continuous outcomes were presented as standardised 
mean differences (SMD). Heterogeneity was tested using a •2 test with significant 
heterogeneity indicated by p<0.05. The analysis was stratified by age (adult or 
child), the nature of the intervention, and by duration of treatment. 

The main outcome for trials of pimecrolimus was treatment success, measured as 
the proportion whose eczema was "clear" or "almost clear" (score 0-1) according 
to the Investigator's Global Assessment (IGA) compared to those who scored two 
or more. For tacrolimus a dichotomous outcome was created from reported results 
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using the Physician's Global Evaluation (PGE) of 90% or better (the categories of 
"Clear" and "Excellent Improvement", score 0-1) compared to the rest. 

Pruritus score was measured on a scale of 0 (none) to 3 (severe) and treatment 
success was assumed to mean no or mild pruritus (score 0-1). 

The incidence of skin infections was analysed for tacrolimus using a combined rate 
for bacterial and viral infections as the presentation of data did not allow their 
separation. In pimecrolimus, results are presented separately for bacterial and 
viral infections. Incidence of skin burning was also analysed as this outcome was 
presented consistently across the trials. 

METHODS USED TO FORMULATE THE RECOMMENDATIONS 

Expert Consensus 

DESCRIPTION OF METHODS USED TO FORMULATE THE 
RECOMMENDATIONS 

Considerations 

Technology appraisal recommendations are based on a review of clinical and 
economic evidence.  

Technology Appraisal Process 

The National Institute for Health and Clinical Excellence (NICE) invites 'consultee' 
and 'commentator' organisations to take part in the appraisal process. Consultee 
organisations include national groups representing patients and carers, the bodies 
representing health professionals, and the manufacturers of the technology under 
review. Consultees are invited to submit evidence during the appraisal and to 
comment on the appraisal documents. 

Commentator organisations include manufacturers of the products with which the 
technology is being compared, the National Health Service (NHS) Quality 
Improvement Scotland and research groups working in the area. They can 
comment on the evidence and other documents but are not asked to submit 
evidence themselves. 

NICE then commissions an independent academic centre to review published 
evidence on the technology and prepare an 'assessment report'. Consultees and 
commentators are invited to comment on the report. The assessment report and 
the comments on it are then drawn together in a document called the evaluation 
report. 

An independent Appraisal Committee then considers the evaluation report. It 
holds a meeting where it hears direct, spoken evidence from nominated clinical 
experts, patients and carers. The Committee uses all the evidence to make its 
first recommendations, in a document called the 'appraisal consultation document' 
(ACD). NICE sends all the consultees and commentators a copy of this document 
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and posts it on the NICE website. Further comments are invited from everyone 
taking part. 

When the Committee meets again it considers any comments submitted on the 
ACD; then it prepares its final recommendations in a document called the 'final 
appraisal determination' (FAD). This is submitted to NICE for approval. 

Consultees have a chance to appeal against the final recommendations in the 
FAD. If there are no appeals, the final recommendations become the basis of the 
guidance that NICE issues. 

Who is on the Appraisal Committee? 

NICE technology appraisal recommendations are prepared by an independent 
committee. This includes health professionals working in the NHS and people who 
are familiar with the issues affecting patients and carers. Although the Appraisal 
Committee seeks the views of organisations representing health professionals, 
patients, carers, manufacturers and government, its advice is independent of any 
vested interests. 

RATING SCHEME FOR THE STRENGTH OF THE RECOMMENDATIONS 

Not applicable 

COST ANALYSIS 

The Committee considered economic analyses submitted by the manufacturers of 
both products and a model developed by the Assessment Group (see the 
"Companion Documents" field). There was only one relevant published economic 
analysis and this was conducted from the perspective of the US healthcare system 
and had methodological problems that limited its value. The Assessment Group 
analysis consisted of eight separate models, each relating to different cohorts of 
people with atopic eczema. See Section 4.2 of the original guideline document for 
a detailed discussion and more information. 

METHOD OF GUIDELINE VALIDATION 

External Peer Review 

DESCRIPTION OF METHOD OF GUIDELINE VALIDATION 

Consultee organizations from the following groups were invited to comment on 
the draft scope, Assessment Report and the Appraisal Consultation Document 
(ACD) and were provided with the opportunity to appeal against the Final 
Appraisal Determination. 

• Manufacturer/sponsors 
• Professional/specialist and patient/carer groups 
• Commentator organisations (without the right of appeal) 
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In addition, individuals selected from clinical expert and patient advocate 
nominations from the professional/specialist and patient/carer groups were also 
invited to comment on the ACD. 

RECOMMENDATIONS 

MAJOR RECOMMENDATIONS 

• Topical tacrolimus and pimecrolimus are not recommended for the treatment 
of mild atopic eczema or as first-line treatments for atopic eczema of any 
severity. 

• Topical tacrolimus is recommended, within its licensed indications, as an 
option for the second-line treatment of moderate to severe atopic eczema in 
adults and children aged 2 years and older that has not been controlled by 
topical corticosteroids (see below), where there is a serious risk of important 
adverse effects from further topical corticosteroid use, particularly irreversible 
skin atrophy. 

• Pimecrolimus is recommended, within its licensed indications, as an option for 
the second-line treatment of moderate atopic eczema on the face and neck in 
children aged 2 to 16 years that has not been controlled by topical 
corticosteroids (see below), where there is a serious risk of important adverse 
effects from further topical corticosteroid use, particularly irreversible skin 
atrophy. 

• For the purposes of this guidance, atopic eczema that has not been controlled 
by topical corticosteroids refers to disease that has not shown a satisfactory 
clinical response to adequate use of the maximum strength and potency that 
is appropriate for the patient's age and the area being treated. 

• It is recommended that treatment with tacrolimus or pimecrolimus be 
initiated only by physicians (including general practitioners) with a special 
interest and experience in dermatology, and only after careful discussion with 
the patient about the potential risks and benefits of all appropriate second-
line treatment options. 

Clarification Released 2004 Dec 9 

In respect to the final point in the above guidance, the Institute confirms that it 
recommends that pimecrolimus and tacrolimus are initiated only by physicians 
(including general practitioners) who have achieved specific recognition in the 
field of eczema care (e.g., have been formally recognized through their Primary 
Care Trust as having a special interest and experience in dermatology). However, 
methods of accreditation may vary locally and the guidance does not stipulate 
that accreditation must necessarily be achieved through the general practitioner 
with special interest (GPwSI) framework. 

CLINICAL ALGORITHM(S) 

None provided 

EVIDENCE SUPPORTING THE RECOMMENDATIONS 

TYPE OF EVIDENCE SUPPORTING THE RECOMMENDATIONS 
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The type of evidence supporting the recommendations is not specifically stated. 

BENEFITS/HARMS OF IMPLEMENTING THE GUIDELINE RECOMMENDATIONS 

POTENTIAL BENEFITS 

Appropriate use of tacrolimus and pimecrolimus for the treatment of atopic 
eczema 

POTENTIAL HARMS 

• Tacrolimus: Side effects include a burning or tingling sensation, pruritus, 
erythema, folliculitis, herpes simplex infection, acne, increased sensitivity to 
hot and cold, and alcohol intolerance. Lymphadenopathy has also been 
reported. 

• Pimecrolimus: Side effects include a burning sensation, pruritus, erythema, 
skin infections (including folliculitis and rarely impetigo, herpes simplex and 
zoster and molluscum contagiosum), papilloma (rarely), and local reactions 
such as pain, paraesthesia, peeling, dryness, oedema, and worsening of 
eczema. 

CONTRAINDICATIONS 

CONTRAINDICATIONS 

• Tacrolimus: Contraindications include pregnancy, infected lesions, and 
exposure to long periods of sunlight or artificial sunlight. Those with rare skin 
diseases such as Netherton's syndrome in which the skin's barrier properties 
are affected may also be contraindicated due to increased risk of significant 
percutaneous absorption. Vaccinations cannot be given during treatment and 
for some time afterwards--28 days for live attenuated vaccines and 14 days 
for inactivated vaccines. 

• Pimecrolimus: Contraindications include pregnancy, infected lesions, viral 
infections (such as warts, chicken pox, herpes simplex), prolonged exposure 
to sunlight and artificial sunlight, and Netherton's syndrome. The cream 
should not be applied to mucous membranes or eyes. 

QUALIFYING STATEMENTS 

QUALIFYING STATEMENTS 

This guidance represents the view of the Institute, which was arrived at after 
careful consideration of the available evidence. Health professionals are expected 
to take it fully into account when exercising their clinical judgement. This 
guidance does not, however, override the individual responsibility of health 
professionals to make appropriate decisions in the circumstances of the individual 
patient, in consultation with the patient and/or guardian or carer. 
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IMPLEMENTATION OF THE GUIDELINE 

DESCRIPTION OF IMPLEMENTATION STRATEGY 

Implementation and Audit 

• All clinicians who care for people with atopic eczema should review their 
current practice and policies to take account of the guidance set out in 
Section 1 of the original guideline document (and the "Major 
Recommendations" field). 

• Local guidelines or care pathways for people with atopic eczema should 
incorporate the guidance. 

• To measure compliance locally with the guidance, the following criteria could 
be used. Further details on suggestions for audit are presented in Appendix C 
of the original guideline document.  

• Topical tacrolimus and pimecrolimus are not prescribed for the 
treatment of mild atopic eczema or as first-line treatments for atopic 
eczema of any severity. 

• Topical tacrolimus is considered, within its licensed indications, as an 
option for the second-line treatment of moderate or severe atopic 
eczema in adults and children aged 2 years and older that has not 
been controlled by topical corticosteroids, where there is a serious risk 
of important adverse effects from further topical corticosteroid use, 
particularly irreversible skin atrophy. 

• Pimecrolimus is considered, within its licensed indications, as an option 
for the second-line treatment of moderate atopic eczema on the face 
and neck in children aged 2 to 16 years that has not been controlled 
by topical corticosteroids, where there is a serious risk of important 
adverse effects from further topical corticosteroid use, particularly 
irreversible skin atrophy. 

• Treatment with tacrolimus or pimecrolimus is initiated only by a 
physician with a special interest and experience in dermatology. 

• Treatment with tacrolimus or pimecrolimus is initiated only after 
careful discussion between the prescribing physician and the patient 
about the potential risks and benefits of all appropriate second-line 
treatment options. 

• Local clinical audits could also include measurement of compliance with 
recognised guidelines for the management of atopic eczema and the 
effectiveness of patient education on the use of treatments for atopic eczema. 

IMPLEMENTATION TOOLS 

Audit Criteria/Indicators 
Foreign Language Translations 
Patient Resources 
Quick Reference Guides/Physician Guides 

For information about availability, see the "Availability of Companion Documents" and "Patient 
Resources" fields below. 
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